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f iV^^lT'fcS d^^Sr^^it?# 5#l££r$i#!;-T?£ 5 

0 j& ft iHM Ufc^ Ltf & < Lt^Att^ill©^^ y 

h ^^.^SE ^JfrffcTZ L^^x/l^ £ ^ (M. Naganuma et al. , Jo 
urnal of Dermatological Science 25(2001) 29-35) <D V frMVLlk 

t tb^, U © ^ & 38 V>T TIE ©at^^ ft 

¥U Bf i~ 5 r £ ^wrtl t? & 5 £ t tf* pj§ e> ^ t ft o fc 0 
(1) AK012157 mfc* (BB#I#-^ 1 ) 

fc^Jt-g^-CJlb 5 (Meth. Enzymol. 303, 19-44 (1999)) . 7 v V 
\Z&^X (DMfc^- k $j80%*BlRl&jft^^( S 7 4 2 5 7 ;|S^J#f 

3) tfrn^mm - m&fcMffivx^z ? m&teftfe-tz>& (on 

cogene, 1994, 9 (12), 3591-3600) , ^1 ©iftfe-^fCoV^T h 

12 15 7«^^£^70%*BI^&3tte^ (UFLJ 2 1 7 6 3 1 
45^- (BB#I##2) ) ©#£^£P b^lT^ 3 rOJl^^lcov^ 

( 2 ) M C P — 2 (Monocyte Chemoattracting Protein 2 : 
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— m-ehV . t©7 r 5 ©MCP-lT'ii^S^ffSI&^bT 
#JM^£M4tf>^ 7 / SrjMTt* ^vn5##«:&S 

^(Journal Immunol. Jun 1; 166(11) : 6483-6490) , &J*fe§fcB8* 

a)>5r^^7 l/% .. 

M c p 9 (small inducible cytokine B subfamily (Cys-X-Cys) 
, member 9) [Arthritis Rheum 2002 Oct ;46(10) : 2730-41] ; 

M c p 1 0 (small inducible cytokine B subfamily (Cys-X-Cy 
s), member 10) [ J Immunol. 2002 Apr 1 ; 168(7) : 3195-204] ; 

I s g 1 5 ( Interf eron-stimulated protein (15kDa) isgl5(Ub 
iquitin-like)) [Genes Dev 2003 Feb 15; 17(4) :455-460) ] ; 

U s p 1 8 (ubiquitin specific protease 18) [J. Biol. Che 
m.-2002 Mar 22; 277(12) : 9976-9981] ... 

c)£l? J JVK^ 

O a s 1 2 (2'-5' oligoadenylate synthase-like 0ASL2 (IFN 
induced)) [J. Interferon Cytokine Res 2002 sep; 22(9):981-99 
3] ; 

G b p 2 (IFN induced guanylate nucleotide binding protein 
2 gbp2(antivirus)) [J. Interferon Cytokine Res 1998 Nov; 18 
(ll):977-985] ; 

Gtpi (GTPase; interferon-g induced GTPase ( 19440) 
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I f i 4 7 (interferon gamma inducible protein, 47kDa (GT 
P-binding motif)) [J Immunol. 1992 May 15;148(10) :3275-81] ; 

Igtp (GTPase; interferon gamma induced GTPase ig 
tp)) [Infect Immun. 2002 Dec ;70(12) : 6933-9] ; 

Tgtp (GTPase; T-cell specific GTPase ( IFN gamma) 
) J Leukoc Biol. 1995 Mar ; 57(3) : 477-83] 

Wtfc <fc <9 fe&fc £ ttfc S T A T - 1 (signal transducers and a 
ctivators of transcription) ^^^.-f 5 £ t T? £ fh hm.^^<0% 
^,&%m&1nZ> (Free Radical Biology & Medicine 2000;28(9):1 
430-1437, Exp Dermatol 1999;8:96-108) 0 Hot, _h IB 51 <!£ ^- 
. ( 1 ) tt ]) IsWtfc n £ V ^Wtit S T A T - 1 

6 JC^i" «£ 5 fc. ]) V^fc STAT - 1 kL^fB&^&V^ 

a) ^ 7 ^ ^56 

S p r r 2 A (small proline-rich protein 2A) [Mamm. Genome 
2003;14 (2): 140-148] ; 
K r t 2 — 6 b (keratin complex 2, basic, gene 6a) [Genomi 
cs 1998; 53 (2):170-183] 

b) -fe/Hf-^ 9 

Cdk5rap2 (CKK5 regulatory subunit associated prote 
in 2) [Neuron. 2003 Apr 10;38(1) :33-46] ; 

M e f 2 C (myocyte enhancer factor 2C) [Brain Res Mol Bra 
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in Res. 2001 Dec 16 ; 97(1 ): 70-82] 

G s t a 4 (glutathione S-transf erase , alpha 4) [J. Biol. 
Chem. 2002 May 17; 277(20) : 17892-17900] 

0 s f 2 (osteoblast specific factor (fascilin I-like)) [P 
rotein Expr Purif 1995 Jun; 6(39); 305-311] 

e)jNHJ3S*W h y y 9 X (ECM) % 

Tn c (Tenascin C) [Matrix Biol 2000 Dec; 19 (7) : 581-596] 
fM =l ]) 

1 g f b p 6 (insulin-like growth factor binding protein 6 
) [Mol. Cell. Endocrinol. 1994;104 (1): 57-66] 

g)1r-Y ? c ^ ^ V ^3fc 

P p i c a p (pept idylprolyl isomerase C (cyclophylin C)-a 
ssociated protein) [Proc Natl Acad Sci USA. 1993 Jul 15;90 
(14) :6815-9] 

MCP-6 (Mast cell protease 6) [J. Biol. Chem. 1991 Feb 
25; 266(6): 3847-3853] o ... 

(5) mm^fiKDmB^m (kt> rit^^^3j ^tst^^ 

fc5) 

Mm. 7 4 6 5 6 iHS^- (GenBank Acc : AA519023) 
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, 4« © M C P 2 <D ft £ $19 -5 £ t J: 9 ft £ ^ 5 o 

$ Kfrjg frill tfcfc:*^ T\ _hlB*& t f'<£>MCP 2 <D^m.<D%m 

r. £ lei 13 ft^$^5„ 

$ h ^m-m^mm^^^X , JtfEmRNAtf)Z|lJ^tetf y * 7— -^aS#l 

ftift^fe^MC P 2 (D^i^&tf f^l- 
oVNTW^b, M§&|fi^tl#*:^'t-5MC P 2 ^ ^fc f # — *Jkffi 

Srtt* 

■r*fi3£fi^J^ * JJ :* * l" * K (thFLJ21763 

t> b < W: ©"*p O i> * < t 5 0\ b < te^fr < H 1 0 

0, iOff4Kll / >ft<H 2 0 0, #fc:0£b<te4>fr<£% 
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4 o o m<D^m^ ? is*-^ k <Dm&] a* s> & z> & y ^ ^ ^* ^ k <£> m 

^ K (thFLJ21763 «^^) , MB^J#-^ 1 ^^-TmSSB^J 
^>P)^5!Hy^^Vtf-K (v^AK0 12157igf) U 
< «I3?iJ#-^ 3 ^^-r^SMB^J^ b£fc<5 # y ^ ^ 1/^"^ K (7^ f« 

5 7 4 2 5 7 atfc^) fcU< \t*ttl h<D*<D'ptj: <H50, £F ;£ 
b < tt£> <H100, ±5ff4L<tt'>ft<iUO0 < #fc 

^D^^vtf K(c»t^^ h y v ^ h^ftTtvN^f ^ y ^-r 

if-v'ai/ejfg&^y;*:? l/^-^ K©38m + 0^^^ 

^tlr#f it§„ t h F L J 2 1 7 6 3 i&te^RXf-? v Y S 7 4 
2 5 7 ate^tt-^ £ * A K 0 1 2 1 5 73t45-7-fc*tbiftV^[PH4«: 
TF-fiifc^-T'hZ ( : £tb^tlffi70%RZ$m80%) . v^AKOl 
2 1 5 7 > fcr-FLJ21763 itte^&tf 7 y h S 7 4 2 

5 7 at^-? ©*fit ^0 i ~ 2 fc^t. ^ y ^-r -if — -> a ji 

*B<DjjmXtti : ttl\Z.mK,Z&m* MX-fcO-Sambrookb Molecular CI 
oning.2.nd, Cold Spring Harbor. .Lab. Press, 1989fC IE ^ c£> }d 

t£ o T *r 5 ^tt^^ h y y^xy^A^yu ^ 

a ^# tt, 09 h y * A^gtfS^j io-40 mM. 

U < nm 2 0 mM, 5 0 ~70°C, ift L< li»6 0~ 

6 5°CT*;ib3^££r^tr^#£V^o 

5. 

©«S'o5L3iW: % fcttffi £ flit IB- y^^ v*-^ K 
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mm it ©se?ij## 2 ni^-f^afis^ii** fefifcs 

^y^^W^-^-K (t FFL J 2 1 7 6 3 1^^) tKft^©^ 
O'>4<tfc50, SIKft^^^HlOO, J; ?> # £ L < fit 
*i>ft < it> 2 0 0, U < ft 4>ft < H 4 0 0 #l©Sg^5* 7 

i^^-^K©fi2W36*&J*5*yj«^ ^^"^ K © 31 91 , X tt * i£ * © SB 

2 m^-t-iftafifi^j^fe^s* k (uflj2 

1 7 6 3 ifif) % sb^j## i fc^i-itaiiBBaia* e>&5 # y * * v 

^"^ K (-7^AK 0 1 2 1 5 7 fete^) t> L < «@B^!l## 3 
•T^SSB^J^ bi&Z ^y^^v^-^-K (7y FS 7 4 2 5 7 atfe^ 
) U < ft ^ tb b <D 4> © ^ ft < i: 5 0 „ 0*U<«^ft<^^l 
00, J:!3»*t<H;'>4<n 2 0 0 , # # S L < te'> ft < £ 
% 4 0 0 l@©i*^J* ? UstT- K©E9U*» e>/&5 sKy^^l^^-^Kfc 

St Li^* h y yi?xy h^^TtvN^f/y ^^ff-i/a :/pifgft 
£r*^ Ay ~e 5 o 

5^«>©Aj»*fes*fe«rJs#it-r-5.' ^©^feta, y -^m<bs tat 

— 1 (signal transducers and activators of transcription)^. 
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mmteMWifo&^x , y I'gHb stat-i s.t>v - 7 * o 

^0#^TT^^(D^t3i$tb5^^4 , ^5t'fe- : ?«M c p 9. Mc p 
10, I s g 1 5 , U s p 1 8 , O a s 1 2 , G b p 2 , Gtpi 
, I f i 47, I g t p R X$ T g t p h J& 5 m** h M *b 5 9 1/ 

5 8c "TffcoT. S p r r 2 A. K r t 2 - 6 b . 

Cdk5rap2, M e f 2 C, G s t a 4 , O s f 2 , Tnc. 
Igf b P 6StfPp i c ap^f>^5j|^?)Ilftl5^^Vf 
£ a - Ki-Satfe^^^m^ES^^^^^^m^Jt^T/Lifi IT 

■5 1t #> <£>>£/»^S*'?£"e & o t\ MCP-6 (Mast cell protease 

•f ©MSB* SC tf>*£il!l3£-r5 r tfci t)ft£§ii5.. 
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JS-fSELISAifcX ttRIAfeKl J; VftfrtlZo 

— •-- E^J^ # y * ^ V^-^ K (Mm. 7 4 6 5 6 ) 

^ K^^^^ieS^^^^ J*^"C /tit tt^5|p, U^. 

So 

<E>mRNA<D* SrISt £ ^ t fc £ V £ tt 5 0 

Sjifctt, _LiBmRNAOi|imte# y * 7 - i? S & tSfe J: 9 frfc 
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fl 6 o 

UJt?- K (Mm. 7 4 6 5 6 ) Uifi* H V^^^F &#TT? 

tts^^^iftts. /w/y ^ ^ if - v 3 ^jh^pcd^ 

X^-^rH^^C-S^fe, 7L (i J. Sambrook £> Molecular Cloning 2n 
d, Cold Spring Harbor Lab. Press, 1989U1 !B*J© ifrife o T ff 

b MxLfi-t- b y A^S^/^J 1 0 ~ 4 0 mM, £ U < 
lift 2 0 mM, m^^^] 5 o ~70°C. 0 £ U < 6 0 - 6 5 °C T? 

0 v^AK012157 at^^-, tbFLJ21763 

i&te^-RTf? «/bS74257 ft T- *f Jt „ 
0 2tt, HI 1 t T'fc 5 o 

AK012157 5t>^^S:t>'MC P - 2 ift-fe^ c£3§5?, £ *t. 

@4ft, in situ ^4 7 V 9 4 if — a VfciS, L^^^A"^ 
^©t^l^ltSAKO 1 2 1 5 7 a-fe^-<D^^^*-t"o 
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MCP - 2<D3£JE£^1- 0 

Jhi7B<Z>il V) , ^7 *AK012157 3ftfc^ - <Z> 5ft <|5 ^ 2* U 
i«VN4B|RH4S:^i-7 i/hS74257 iftfc^-^ thFLJ2176 
3«fc^ $ b{c«±|Bjt^-7-S¥ (1) &h (3) fc§8 L&Jt-feiif 

©^^^ pTl/-fj|t©ISf , # b^lHHi t ft-*. U#-g|5&<£>^& 
CfeV^TAKO 1 2 1 5 7 3ft -fc^, M C P - 2 5ft =f- R Xfi _b IB at 45 

(i) j&*e> (3) ©i^f (D&$L&!&m&)te%TM£ti<x^z> - 

AK012157 5ftte^> M C P - 2 3*^^ <£>3S3& <On,m tt U^-^r 

r /v !7 ^ *5 v> xmmm mt£k ztLh-r. \jvms&&t&-*.it&i l z.\j\ 

U^^^/^^ * «M. Naganuma et al. iCfS^O 31 9 Hi U 

Tf^StSr t^t'tS, flg m *.fcf73I»lt&&©^ t7 * fc 
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&0*ftaS (Toshiba FL-SE; UVB) <D T t? ^J8M K t> 1t <9 51 ffi 3 HI , 99m 

H<mhFLJ 2 1 7 6 3 it^^> XttthFLJ21763 
SUS^, -7^AK012157 51^^ H<»7^FS 7 4 2 5 

>-nJffefc# M^Vtf K, fe5V^iig^^©M c p 9 , M c p 1 
0, I s g 1 5 . Uspl8, O a s 1 2 , G b p 2 , Gtpi. 
I f i 47, Igtp. Tgtp, S p r r 2 A , Krt2-6b 
, Cdk5rap2 N Mef2C, G s t a 4 . O s f 2 , T n c 
, I -g f b p 6 P p i c a p h 3 P h 51 tf H 5 it^-^ ©> 

T, 0!l;ttf&&*©MC P - 2 Ifif !> K(UFFLJ2176 
3 5145^ XtithFLJ 2 1 7 6 3 JUS-^ ^^AKO 1 2 1 
5 7 fcl<tt?y FS 7 4 2 5 7 it ^ f£ 2* U i« * h ^ 

^ y j.^^ TT *^-r ^ y — ^ a ^^Th&## D?^ va-^ K, 

!)5^fJi^t©Mcp9, McplO, I s g 1 5 , Uspl8 
( Oasl2,G'bp2, G t p i , I f i 4 7, I g t P , Tg 
tp, Sprr2A,Krt2-6b > Cdk5rap2 % Mef 

13 



WO 2005/033710 



PCT/JP2004/014799 



2 C , G s t a 4 , O s f 2 , Tnc. Igfbp6JtfPpi c 
a P j&» t>I&Z>mfr hm&foZlkfe^-Oft^Ltf IS h n — © 
^Jlbift^lOro^l, Xte20%£*_L, X«30%^_b, Xi*50%E* 

^^^Jt^S^^T'feoT, i^t©MCP-6X«Mm. 746 

5 6 ate^K:** uift^ h y y^xyb^TtvN^y!J^f-> 

/Lit u-cv^m-a-, u^.?^© uav^;t -e&s tmrn-rz z. t & 

_Lf3 3K y W*^- K © 3S ^ # =* ^ h t»— /I'S&^O-tti/k £ J£-< 
10%£*_L. Xtt20%E*Jh, X(^30%W_h, X»50%RJb. XJ±70% 

X. fc£ J. Sambrook h Molecular Cloning 2nd, Cold Spring Harbor La 
b. Press, 1989 fcfe 1£ o TtT 9 - t &T'% „ fltl^ 

h y y^xyMi^^D ^-f if- V 3 tt, m*-&1- h V 

!)Ajg|WlO~40mM, »JKttll20mM > ift&tfSjft 5 
0 ~70 6 C, * U < ttJ^J 60 -6'5tfjb5:i 4: if & fl= & V* 5 

o 
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=x— KSitS 9 l"*9 -5 iifciD ft^^S. 09 

2 <Z>4«r«yj£1-5 r. t \z. X 9 VkfeZtiZo $f£L<te, ro&imte 

^y/p^ft, ^giH^Sfc, iitfELISAS, R I 

, flIfctfRNAOJgSttjS** y 7 --t?»HSf&}* (PCR) K. «fc «9 *T 

Ci!) iHT'tS. m&'SxD t hFLJ217 

6 3 jtfc^, XlitfFLJ 2 1 7 6 3 atte^-. ^^AKO 1 2 
1 5 7 -at-g^fe U<tt9-yhS74257 fefc^Ffctt h y V 

=c is h^frrtvN/f ^ y ^-r — v- a V5rt6*# v * 9 u^rf- k 

^&3&> bRNA&tl&ttt ±1B# y 9 is*?- Kfc^-lS-t- 
5mRNA(7>*^?|lJS-t-5 r £ «fc D ft^tS mRNAtf)tt 

y ^ 7 --tfsn^j&fe (pcr) m £ y)fft>tn& 0 

L^§P^S:t>'# U^I$tO^^©S^ft*©RNA©-7^ ^ 13 7 1/ 
4-m%t<OlfeZk. # L^£M£ t J£-<. L^fB'{£<£>i£i&-{;i:fc3V , »"CAK 0 
12 15 7 m.fc*. MC P - 2 »>£^ ( 1 ) h ( 3 ) 
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- 2 mte^r<D%i%i%.X$/ h V < fiMC P - 2 <£> tt £ #p £ 5 . 
tf»© t FFL J 2 1 7 6 3jtfo^£>3£gi£3Jfl;i5x Xlit NFL J 
2 1 7 6 3 jftfc^ v^AKO 1 2 1 5 7fcfc*i> U<»7y h 
S 7 4 2 5 7 jtfc^tc** USS* h !J % /5? * ^ h ^#T^^-T ^ !> ^ 
J if — V a vpjfg&^y;** h*<o Z> z. b £rti^ i: 

li^Fl^tS ;H5T'#5t)C itim^tb^o 

U^S:fKiXtt £ i: # t? # 5 . 

m c p - 2 ©jStt^iaw-t"*^ 5^ t fcT £ Ittt, #J *. tf4£3* 
2001-518296 (21 IB ft £ ftT V> 5 5c^M C P - 2 <D 

1 ~ 2 , 1 ~ 3 , l~4X«l~5tclffi^i-SNH 2 

MCP-200kt^-Elt MCP-2#e^t§: 
iT'^f)^5 CCR - 1, 3Xtt5 V-feT 0 ^ — ©7y^= * h ^ 
t4^5o CCR-3 l/t/^C7y^ = ^ hfi«ttfWW¥ 
1 1 - 1 4 7 8 2 ^^1, ^ 2 0 0 2 - 5 1 2 9 5 7#^S, # 
S2 00 2-5 129 6 0f^S, #12 0 0 2-530374^ 
#t 2 0 0 2 - 5 1 2 9 5 7 t^l, 2003-51 024 
S #'^#iJ2|Bft$ ii-TV^S. ZOMfcm-b LTIiv 0!) £ &\ • 
N- {1- (S) - (4 - (3, 4-*J# v v<ls*?A') 
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XT 5: K— jftlfttt ; 

N- {1- (S) - C 4 - (3, 4 - * » * ^ ^ AO 7 
i^y-l-^f/l'^f/V'] -2, 2 - ^ ^ ^ ° fc° AO -4-^^ 

N- {1- (S) - C 4 - (3, 4 - 5? * * » ^< V 5? AO 
v? V- 1 - A fr* ^AO - 2 - ^-A'T" fcTAO - 4 - ^A"< ^ 
XT 5: K — 4^^^ ; 

N — {1- (R) - [4- (3, 4 * n^f^AO P 

5? y- l A'* ^-AO -4 - (2-7; 

N- {1- (R) - C4- (3, 
i?y-l-^;v^f;v) -2-^f^7 p nt c ;i^} - 5— t^-Asf-it 

1- {1- (R) - C4 - (3, 4 - it* p tt ^ t°-<9 

W- 1 - j ;v * ^-AO - 2 - * f-fls-fv fcTAO - 3 - ( 3 - * h 
^ T 3i fcm ; 

1- {1- (R) - C4— (3, t^U 

3* - 1 - >f A' 7< ^ /V 3 - ,W - 3- ( 3 - h 

( S )-m ^-/u- 2 - ( 4 - ^ ^A"^ IsH is^frfc =-A>T 5: / ) - 3 - ( 4 - 

(S)-xf/i/-2-(t7^ U 2 A'* ~ ^7 5 / )-3-(4-t 
K v 3r *sy is^l/p^t^ 1 - > : (S)-^^/W-2-(^^7^V- 
2-7^*^^75 / )- 3 -( 4 - b K^^rS/7oi^A)7 p n — 

17 
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h ; 

(S )-3L=f-)V-1 -(=2f- / V i/-8-^^*s^r5/)-3-(4-t K 

(s )-^^^-2-( 2 ,4 ,6-h y y^^*=^7^; 

(S)-^^^-2-(4--7 ? ^^^<^-€v^yU*:^/V'T5:7)-3-(4- 
M Y n *r *s 7 ol ~ v \? -fr — V ; 

(S)-^^^-2-(4-^ tt xz ^is-Vls ?>;Vft~ ^7 5 / ) - 3 -( 4 - 

( s )-oi^/i/-2 -( 4 h ^r^^yf y^^*-/vr^; /)-3-( 

( s )-3L^vv- 2-^^y^;^^^7;;-3-(4-k K p ^ 7 
(S)-xf ;V-2-[2-(E)-^f P ^^^*=^T5 /]-3-(4- 

(S)-^^7i'-2-(3-h y ;i"<yt*y^;i'*x;i'T 
5: y)-3-(4-tK^=3riX7^^^)7 p i3 — h ; 

(S )-3i^/W-2 -( 2',5-S?^flef*7sy-3 5: 
y )-3 -( 4 - 1 Kp*'>7x -;v)7p t°^-^— h ; 

t K * 3^ 7 ^ = A' ) ^ f fc° ^ — h ; 

( S 2-[5-(2-f !i t7xy-2-^/I^*=^7 

5: / ]- 3 -( 4 -fc ^'^^'77 1-^)7^^^^-^ ; 

( s >V- 2 -( 1 , 3 -i^y ^^-5 pn-2-k°7/D ^-4- 

^y^^yi'T^ 7)-3-(4-k KP^V7x^^)7nk 4 t^-h ; 

( S ) -=c =5- )V- 2 - ( 4 - If y-xi—fl'KA'Ifi—jy'T 5 / )~ 3 - ( 4 - fc K 
p^tv'7xx;1/)7'p t't^"- h ; 
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?;)-3-(4-fc }?vi%-*/7^=> yv)ypfc°t^ - h ; 

( S )-^^/i^-2 -( 2 , 5 -*J 9 xx P^yify^;P*^^r ^ J )- 
3 - [ 4 - ( 2 , 5 - * xx P^y^y^/V'^^/V't^^)^!^^]/^ 

( s )-:n?vl'- 2 -( 2 , 4-v ? 7/^^-cr^<^-l?V^^*-^7* - ^ )" 
$-[±-{2 , 4-5?7 ;Vif xi ^l/^l/^;V^c=.jV-fr3rl/7 ^~fr)]7* 

(S)-xf;W2-(5-^^f^T^; J 1-7 9 V is- 1 -a/** 
T5; y )-3-(4-t Kp^v'^^ — 7V)7 p nt°^-^ — h ; 

(S)-sf^-2-(f*7sy-2-^A'*=^7 5;)-3-(4-t 

K n ^ s/ ^ * - ) 7* * * * — h ; 

( S 2 -( 2 ,4 ,6-h y y. ^-;v-<^^^^;V^=-;VT ^ 

y)-3-(4-fc Kp^^7x- 7U)^nbT^-^ — h ; 

(S 7^- 2 -( 4-7* xx ^^<l/-l£ 1/ X^fr =- ^T5/)-3-(4- 

( S )-^^ /V- 2 - ( 4 - ^ ^ P^y^y^^* = ^7 - 7)-3-(4- 
fc Kp^v'7i-/1')7 p p ftt- - h ; 

(S)-^^/w-2-(4-^ Kv^^yf y7;v*-;>T$ / )- 3 -( 

4-t Kn^ri/7x^;l')7°Pt 0 t^-h ; 

(S)-^f^-2-[2-(E)-^f !)^^/l'*=/l'7^]-3-(4- 

(S )-^^/v-2 -( 3 - b V 7 jvirxx * isHlsXA'to—A'T 
5; J )- 3 -( 4 - fc Kp^^7x=/^)7 , p t°t^-b ; 

( S )-3i^/v-2 -( 2 xx xi<7-jr7*>-3-XJi'*~si'7$. 

;)-3-(4-t K-p^fv'7x=^}/Pk 0 t^'-h ; 

(S)-if/^2-(2-7'P : t /< yt'y^;^^;l'7^y)-3-(4- 
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( S ;v- 2 - C5 -( 2 -t° y ^ i/-2 -*;vfr~;VT 

5;]-3-(4-t Kp^v'7x-;V) /nt't^-h ; 

( S )-^^/^-2 -( 2 -= h^V'«y^y^A'*= ; ^7 
$y)-3-(4-fc KP^>>7a:^^)ri3 l^t^- h ; 

(S)-^^/v-2-(2,5-> ? ^ * xx^ls-MlsKflsifr^- /l^T^ / 
3 - [ 4 - ( 2 , * n^^if^^/l'^—yV^^V^^—A']:/* 

( s )-ccf=-7k- 2-(2 , 5 - V s ^ n af t7xV-3-^^*^^75 
;)-3-(4-t KP^^7x^^)/Pt 0 t^-b ; 

( s )-=^"f-;V- 2-(2-7 P o^'<y-€y^^*-^T $ y ) - 3 - ( 4 - 
t K a 3- ;7 m — ) 7" * t° 3" ^ ^- h ; 

( s )-^- = f- /V- 2-(2 , 5 -i? ? ^ ct^y^y^;i/*-;i/T 5 y )- 
3 - [ 4 - ( 2 , 5 - 3? ^ * n^^ifV^^*: — ^^-^r^)7^^/^]7 p n 

( s )V- 2 -( 1 -1"? h 4 /isT 5. / )-3 -( 4 -~ h p7i=;I/ 

( s W y y" ^ tv^-2 -( i-t7F -r a-t =; y )- 3 -( 4 h » 7 

^ n }V ) 7" n t" $r * — h ; 

(S )-y ^/W-2-( 1 -t7 h-f;V7 5 y )-3-(4-— h * "7^^/^ 
)7°* t°^^- h ; 

( S ^ vVl"- 2 -( 1 7 h^^T^/)-3-(4-=hP7x = 

) "f p fc° * ^ — b ; 

( S /Is- 2 -( 1 -t- 7 h 4 AsT 5 y )- 3 -( 4 a a 7 ^ — 

(S)-^^-yU-2-^vy ? ^^T 5; 7 - 3 - ( 4 - 1 Kp ^r^7x^^) 
7°n tr*^— h ; 
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^ n h° si~ =- JUT ^ / )- 3 -( 4 -t KP^r^yx^/Wj^P fc° 

*- h ; 

( S , S )-rc^^- 2-(N-Ttf^tfp y 5? > -2 A'T 5 

/ )- 3 -( 4 - 1 Kp^'>7x=;W)/o ft^- h ; 

( s 2 — > * / - 3 - ( 4 - fc K ^ V 7 

(S )-^^7V-2-( 3,3-^7x=^/o t't^^T 5 y)-3-( 
4-t Fn^rv'7x-;i/)/p k°t^-b ; 

( S f- ;V- 2 -( 3-7x=;P^p t't^^T ^ / )-3-(4-t F 

(S )-rc^-^-2-[2-(2-f-7^-^)T-fe^-^T^ / )-3-(4-fc 
Kp^ri/7x-;l/)7 p p f t^ - h ; 
(S ;V- 2 -( 4-7 x = /V7'f !);VT?;)-3-(4-t 

( s )-Ji^^-2 ^ ^ — /WT 5/-3-(4-fc Kb^V7i -AO 

( s 2-^<y^;i'7^ / - 3 -( 4 - t ^r^7x-;U.)... 

7° a t° ^ — h ; 

( S )-if;v-2-(4-^y/-f;v / ^'/^;i/7 5: y )-3-(4-t K 

n 3r 7 ^ — ;U)7°p ft^- h ; 

( s )-^f-;V- 2-(2-77-/W75/-3-(4-l: Kp^^7x = 

;I/)/p k't^- h ; 

( s )-ai^^-2 -( l-t7h^/l'7^)-3-(4-t FP^fV7x 

- /V ) 7° n fcf * % — Y ; 

(.S 2 -( 5 -b K p =frW V K — /^)T S J -3 -( 4 -t K 

a^.^7x=;P)/o ft^- f ; 
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( s )-:=. =f~)V- 2-t°^<o=:7V-T^y-3-(4-t h'P^v , 7i = ;V) 

( s )-=c s f-;V- 2-t°3 U -;W7^ y-3-(4-t Fp^v^7 a 

( S )-^=f-;^-2 -( 3 - — h xx- A xx P^y/^;i/T 5 J ) - 3 -( 

( s 2 -( 3 - t KP^V-4--fp^y /V7^ y )- 

3 - ( 4 - 1 Kp^ri/7x-;l')/p k°t^ - h ; 
( S )-^^-;V-2 -( 8 -=¥ y !)=/VT5/)-3-(4-t h*P= 3 f-^7i 

( s )-y ^-/u- 2 ^ y^r y - 3 - ( 4 - 1 kp^-v/7i=;v) 
(s)-^y^;w2-^y/^^7^ y - 3 -( 4 -t k p^^7x = 
( s )-^^-^- 2 v y^r ;vt 5 y - 3 -( 4 -y h s/ v 

xx..\f -Jr^—V; 

( s 2 -tert-^^/l^^-^ is* ;Vi$~;VT 5 / ~ 3 -( 4 - — 

(S )-^^/l^-2 -tert-^^^^-^ ;fr # = A' T 5 y-3-(4-T 
577xc=^)/p k°t^- h ; 

(S )-^.^ju-2-^^^4^T 5 y-3 -( 3 , 5 -S? a — K-4-fc K 
p^tV7x=^)^p — h ; 

( S )-^ 2 -iJ 7 y-f ^T^y-3-(4-t Kp^ 

i/ 7x^ ;U ) 7° xx b° ^- ^ — h ; 

( S 2-^7/^/1/7 5 y - 3 -( 1 7f^)7'p k°^-^ 
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( + )-x f /v - 2 V / !) ^ 7 ; 7 - 3 - [ 3 -(^ y / 'f ^ 
7 cr. — ;V ] -f xx t° if % — h ; 

( ± ^ 71^-2 -^y/^f T 5: / - 3 -( 3 - 1 Kn^i/7i-;k) 
7° n b° ^ ^ - h ; 

( R , S )-^ ^ >v- 2 y'V ;UT$;-3-(2-t Kp ^fS/;i/7x 

(S)-xf ;>-2-^yy*^;l/7 5 ;-3-(4-75 / 7 =c ~ ) 7* ^ 

(S)-if^-2-^vy-f;v7^-3-(4-=ho7 j-yv)/^ 

(S)-^^/W-2-(2-7 x^/l'Ttf ^7 ^ / )-3-(4-t K * ^ 

( s 2-s<l/ v*^ JV7 5; y - 3 -( 3 -4 1/ Y 4 v M°3r 

h ; 

( ± 2-(^yy^;>7 5/)-2-7x^/V7t^ - h ; 

(±)-rc^/v-2-(^<W-Y/^r5:/)-4-7^^^^^^ — h ; 
( S )-^^/l^-2 -( l-t7K^T? / )-3 -( 4 -= l> xx ? ~.A> 
) 7* n fc° ^ ^ - h ; 

( s 2 V >^ /V7; / - 3 - ( 4 - fc K o 7 — AO 

( s )-ni^-/w-2 9 xx ^^r-»7- ~ y^T 5/-3-(4-fc K^^rv'^ 

( S )-*-*f-)V-1 -( 1 7 H-fA'75;)-3-(4-t FP^fV7i 

( S )-^< ^ 5? A' -2 ^ ;V7 5: / - 3 -(4 -t K o v' 7 x =• 
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(S)-xf/V-2-^y^/^^7; J -3 -( 4 b^v'7^^/l')7 0 
p fc° ^- ^ - h ; 

*- h ; 

(D-xf/k^-^y/D ;V7 5 /-3-[3-(^<^ % /^/^^* :a r> / ) 
7 ^ ^ ] 7° 1^ t° ^ ^ — h ; 

( + )-xf;V-2-'<y'/'{^T; / - 3 -( 3 -t ^rv'^i-zv) 

(r , s )-^f~?v- 2 — < ^ /ur 5 y - 3 -( 2 -fc K » ^ V/V 7 i 

( s ^7^- y - 3 - ( 4 h * 7 » — )v}-f * 

(±)-xf;i/-2-(^V/^^T? / )- 2 - 7 * ~j\sT± 9 — h ; 

(S)-xf;V-2-(l-t7 F^f/VT^;)-3-(4-xfn7ix^ 

(S )-^f-;^-2 -(l-t7K^75/)-3-(4-t K^^7x 

( s ^71^-2 y /UT 5: / - 3 -( 4 h xx 7xx;U)/p 

CCR-1 7"* — <£>T xf~* 0H*.fi£4$W : liJ»& 
IW0 9 7/ 2 4 3 2 5 ;Pf i zer, Inc. HJ;5W09 8 
/3 8 1 6 7 ; f A (80 tUSWO 9 7/4 4 3 2 9 ; ItUI 
($0 IU5WO 9 8 /0 4 5 5 4 ;Me r c k&Co. , Inc 
. IU5W0 9 8/2 7 8 1 5, WO 9 8/ 2 5 6 0 4 , W098 
•/ 2 5 6 0 5 , W0 9 8/2-5 6 1 7 &t>*WO 98/ 3 1 3 6 4 ; 
LeukoSite, Inc. CiSWO 9 8/0 2 1 5 Utf ^ 
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W099/37617;LeukoSite, Inc. felUSW 
0 9 9/ 3 7 6 5 1 StfWO 99/37619 ; ^B^fF^tBiSfl 
6 0 / 0 2 1, 7 1 6 f ( 1 9 9 6 ^7^ 1 2 0 tBI) 

i#^ffiSlO 9 / 1 4 6, 8 2 7 ^1^11X^^10 9/14 8 
, 2 3 6f ilf ( 1 9 9 8^914 0 ttiJK) ; H e s s e 1 g e 
sserS). J. Biol. Chem. 273 (25) : 1 5 6 8 
7~ 1 5 6 9 2 (1998) ;&tfHowardb> J.Medi 
cinal Chem. 41 (13) : 2184-2193 (19 
9 8) fc|B*fc©fb^tt#¥tf , &*t3. 

ccr-5 ut/^- ©ry^^xFtti, w tf W * 

2 0 0 2-5 4 3 1 8 6 &m\Z.mi8l<D h btlZ o 

2®^, tk-^-»*3ji^. ftmm (mm. mm. mm 

m. %m. *s * y ^n. h * > t 

Wtt, SAt5:H5T^5, Mst*fe/ft4fc 

0. OOlmM—lM, U < 0 . 0 1~100mM, 

£L<teO. 1-1 0mMgmt5tf*)55. 
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*&te«r#!*.5^ Xtt -t h F L J 2 1 7 6 3 itfcd^ 

2 15 7 at^s^fc Ktt75'hS 7 4 2 5 7 Xtfc^tctt VlfiB X h V 

&w-t s^r ^ t if * — £ v^^f^m^o^Mm u> l^t^ 
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^Kio^-c tf>*3B-t-5x@tt r. <£>-f if * — £ U * 7 s /t' Sb * . 
0ii&tH§H-*5V^ te, ^ tf> >-t if * >- © i§ S£ , 0!l 

*^PJ«m^<t >9 PS5t ttfcv> 0 

b^-^^/V"^ *? 7s ttll. Naganuma et al. , iifl H ^ IB ^ <£> i! 9 b 
-C#3KUfeo W^Kltt, 73lfpO^ * * fc^^ft^ (Toshiba FL-SE; 
UVB)©TT?831fcl:bfc 9 51 3 HI, 99mJ/cm 2 (D^^T^^UMI* bfc 
(UVMMW) o M*M5~23il (UVflRI*»l38S»T bT«&8a*T?) <*> 
mKm&M&T&Z-. ®f^23~3551 (UVMIf ^^ S ^T U-C^18~3051 
&) (OfltfeiSffl^i^jffii, ilif(35~52a! (UVJRat-JH tf* fcT--U-- 
T^j30~47Mm) (DfflK&m&Mj&M&T&Z-tto 

&«rSfl«U, Ig&SrlSOGEN (0*^-V*fc, t-U-mm^v b 
^) Kl £ 0 RNA^ttttS, RNeasy (Qiagenft) K: £ 0 **JBi U „ 

1 Tzls^ftKWm UT^iitil^L^t, ISOGEN ( 
H ^St, K X V RNASrffctfK RNeas 

y (Qiagenth) fc i 5 fSttfe. RNAttTBETtf * — 7 ? ;V X* ^Wi U 
% SYBR green (Moleculer probesft) T?^#,UTp a 0 ®, 
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|g b 7C o 

^tf^ny h v — ;v Hp ^ 1451 @ <E>-^*;^b^^b7c 0 

J. a — t>iItp^205S g O^r <b££& b 7c 0 -fe^SE^^W^^ 

^^M#^J42M n fc^ b, r (DMJN-t-^i"^ 3 ^^° 

v^^P7V^j|tfliT7^^ y ? x %ki? - ^ y 7 % 
fc« 

77^ ^^fcffli^ v^/wp^ 

NA 10 m g2roligo-dT 7 s 7 ^ ^ — (24mer ) , lOOpmol (Sigma^fc) 

— 4 Ail, 0. 1M DTT 2 /zl, lOmM d NTP 5: y ? X 1 /z 1 , Supersc 
ript II 2 Ail (-T^TInvitrogen^fc) ZMtLX. 42°C "C l^F 
£-fr7c„ Rnase#-^W7k91 M 1, 5xfg Zl^H^^ S' ^ 

T — 30 m 1» lOmM dNTP 5 -y 3 jt* 1, 10U/ n 1 E. col i DNA ]} if ■ — 
i?l n 1, 10U/ ax 1 E. coli DNA:*? y ^ 7 — ^ I 4 a* 1 , 2U/ a* 1 Rnase 
HIaiI (-T-<TInvitrogenth)^*B 16°C T? 2R# f?5 S $ 7c o $ 
k 2nl (IOU/axD <AT4 DNA stf ]) * 7 — if ( Invitrogenft ) £: in 
^ 16 0 C1? 5 ^-P^H^^s 10/zlOO. 5M EDTA^^P^TS^^it^ 
7c„ Phase Lock Gels (Qiagenft ) £ ffl P - ^ T s> 7° £ ?T V N > Rn 
ase #^WtK12ai lf-^ffl b 7c 0 # tb 7c c DNA/5* h in vitro 
^/SJC £ *) l/ftM c RNASrf^M b (Enzo, Farmingdale) , RN 

easy (Qiagenft) K X *> ft M b 7c i c RNA&:7 7 ^ * V X - > a V 
/^y^T-4 I T'94 0 CfcT35^ra^^fbfc^, ^-V^y^^-T^P 
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12 15 7 stfc^ MC P - 2iH£^&tf itfc^ ( 1 ) ~ ( 3 ) 

©ate-? fcftai * tvrvN^ HBfc^ 

V^rifc, AK012157 Jl^^s MC P - 2 it^^©3§m©/L 
JittUVJRWMK:*: if* fei" . uvUt^HiSr i: T-UVMI* ± 3 m 

7 s ;k ^©i^i^^titi e> © ans ^ <z> 38 3g * s t^^t-t 

ti 5 r. £ t? * 5 r t ft Z c «T©iUt>'2 (^©fef 
i-o 

MCP-2 4.7 13.8 3.2 

AK012157 5.3 5.5 6.4 
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* 2 

is (n=4) 

Mcp9 3.9 

McplO 3. 6 

Isgl5 4.1 

Uspl8 2.2 

0asl2 4.1 

Gbp2 3. 3 

Gtpi 3. 2 

If 147 2.8 

Igtp 2.7 

Tgtp 2.6 

Sprr2A 23.3 

Krt2-6b 3.4 

Cdk5rap2 12.4 

Mef2C 4.8 

Gsta4 3.0 

0sf2 2.9 

Tnc 2. 9 

Igfbp6 2.9 

Ppicap 2. 6 

Mcp-6 1- 3 

Mm. 74656 2.9 



RT-PCR 

A) 1 /x g£ * y ^"-dTT 8 7 ^ — (24mer) lOOpmol (Sigma) t * 7 
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5/77- 4 m 1 , 0. 1M DTT 2/il, 2. 5mM dNTP ^ v # * 4 n 1 , Supe 
rscriptll 1 ju 1 (-r-<-Cinvitrogen) St^D^T, 42°C "e 1B# 59 S 
Sitrfco ftftC7 0tTflO ^KJES £*"C#* cDNAt" y/u 

-^liLfe, 5 /* 1 , 25mM MgCl 2 3/xl, 

2.0mM dNTP *?^^5|tl, rTaq 0.5/il (i~^TTOYOBOtt) , ddH 2 
0 33.5jul, cDNAt- \s — h ^ 1 /z 1, 7" 9 4 ~* — (TIB@3^J#M) 
„ ±1/XRX$T V^-fe ^^#20mM 1 ^1 (|fe#;ft50it 1) Srl^T 
JDX., PCRHJ& C94°C 23K (94°C 30# , 55°C 30£K 72°C 1#) 
£301?--f*/K 72°C 10ft! &n<>iZo 

mcp-2 

-kl/x TTCTTTGCCTGCTGCTCATA (E?!l##4) 

T^^irV* GACAAGGATGAGAAAACACG (IB^J##5) 

AK012157 v 4 -^ — mn 

ACTCCGGCTCCTTCACTATG (gS #1 ## 6 ) 

ryf iry^ ctttggaatgaggacttgga (ib^J##7) 

Sb UT$j300bp(£>^ V -K&Wfco - ©3!S*-*0 3 Ktf-To m 3 
W ft i *3 0 , AK012157 mm^RXJ^MC P - 2 

ft t> rt s ft d> o tc o 

in situ £j± -f y £J_ 3 ^ (ISH) 

^ ^ £10% ^l**/^ !)vt-1^, 7 >r y^it 

tfcHX^^T" A g lb* -9^ KMii'^f fflbtin situ ^^^D^-f 
-£ — ^3 V^^^r^fo^iC^t 3 h =* — /V : Japan open blue 8. 0) o 
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It^l^ vxmfflL®)!*-?* 1 > /nfr-^&lf , AK01 

2157IE^IJ^ £>T7tK y * 7— if £j^Tf£j$ LfcDig^A' P 
-:/500ng£, 68°C^T 6 B#F*1'W ^ y ^-f 3 v£it:fc 0 

tf>^gfc#- U-CAnti-Dig-T/l^^ !)7tX7 t * - if £ Rfc £ §fc#- 

o 

■$>.&®.®tm& (ihc) 

fcmoTmWtWK&ftj&VfCo itl%l%H 2 0 2 T15^^It, 30# 
•fn y * is? 1/50#3^<£>#L^ ? MCP2#C#: (R& D Systems) Sri 

y Y \ZL £ o T^ffi £*To fc 0 gfc*§^. HRPo#-^^l#: 

% (D^^z & m 5 iz ^i~ 0 H&j6»feWfe*»*fc*5D, MCP - 2 1 
iill^ HISS It v^j^ r t *s btitc 

u?H:J;5 P^fc y ^BNfc STATl ##10 ^ SBte/ 
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m * <d «s h 

tp<DMC P 2 (Monocyte Chemoattracting Protein 2 : ^Mit^W 
31 * ^ K-2) ©B^^IE^^^^ * <£> 3§ 3U£ & T /Cat IT 

m 0 

2. lulB^jf L^^^Sc^u VB J^tt^lS i 1~ 5 . If ^ 1 IB* 

3. ffrlB^^^OMC P 2 <Dm%L<D%m&^ i^t©MCP2© 

4 . BlflBiliJS^MC P 2 (d#^^J^^:#:SrfiJffi-r 5 ELISA&X teR 
IA&MiS, ft^:^ 3 fB^^^-^o 

5. BlllB^^: 4 1 <DM C P 2 <D$£^i(D%m&. * j£ ^ £> W £ 

M C P 2 5:3 - K1-5mRNAC9*£$J5£-f- 5 riiaO £ 5 . 
1 ~ 4 1 «IE«fe©^feo 

6. tftfBmRNA£>&iJ5££ ^ J) * 9 -i? iSilS&SH- £ *) ft o , ff^ 
« 5 |5^<D^fe 0 ... 

fg^j fcoVNTf¥# ^ Wi PI Wil^ £ 5 M C 

8. sm, tfiisii.^ig^ &^r-r 3m c p 2 -r ^ t tf * - & vz-m 
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9. &m^frfcf&&^i®irztc*b<DBimtk&jjmx'&vx. m& 

L J 2 1 7 6 3 itfc^) t>U<«^®t#y5?^W*^K^^Uift^ 
h V is V $kWTV^4 Zf y #4 if — a >T%mtetf V X 9 1/ 

K, ^&f(£>@S?!l#-^l fc*-r«ta£BB2W^fe^5* V * 9 v * 
f- K (-7^AK0 1 2 1 5 7 5t'(s J f-) t>ffbil^ b p yi^xy h 
a^-FT*^ ^ y ^ — * y 3 vrJH^^ !)?^ uir^ F, X tt^ 
©IB 3 te?j*1-*££E?!lA>e>ric5 ^!)?^ utf-?- K (7^ 

h S 7 4 2 5 7 f£*fUi«j* h V > v 5 a V h*#Tt^-f ^ 

r £ u: <t v fcfe £ > it ?&m. 9 x« 1 0 ib^^^-^ 0 

y - = y^t5*jfe-e*ot, ^M^^%^^^4 J ^@B?iJ## 2 k 

^•rmSiB^J^ ^ !I Jt ^ K (kfFLJ 2 1 7 6 31 

^) ^b<(*^^^y^^w^-^K}c:*fUiS^ h y y^xv 
ft-fz^j ~f y ^ if — y 3 ^Rjfi&^y w^-^ K % o 

ib^j#-^ 1 iz.Tjk-tm.m&mti* # y * * V'*-^ k (-^ ? * a k 

0 12 15 7 mte?) (^tl^Mv^xy h^#T t^n^t ^ y 
K.&1-&&&mfrbJ& 5 # M^l/tf K ( 7 y h S 7 4 2 5 7 at 
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13. ftrlBPJLWIi^«r^i-5^IB-f ^ t t* * - £ b#.^/& 

14. ^^U^^^^^^-r^/fc&O^jt^S^^T-feo-C, M 
c p 9 (small inducible cytokine B subfamily (Cys-X-Cys), me 
mber 9) ^ M c p 1 0 (small inducible cytokine B subfamily ( 
Cys-X-Cys), member 10) % I s g 1 5 ( Interf eron-st imulated p 
rotein (15kDa) isgl5(Ubiquitin-like)) „ U s p 1 8 (ubiquiti 
n specific protease 18) „ O a s 1 2 (2'-5' ol igoadenylate s 
ynthase-like 0ASL2 ( I FN induced)) , Gbp 2 ( IFN induced gu 
anylate nucleotide binding protein 2 gbp2(antivirus)) „ G t 
pi (GTP a s e ; interferon-g induced GTPase(19440)) I 
f i 4 7 (interferon gamma inducible protein, 47kDa (GTP-bin 
ding motif)) % Igt.p (GTPase; interferon gamma indu 
ced GTPase igtp)) RX$ Tgtp (GTPase; T-cell specifi 
c GTPaseUFN gamma)) h J& £ $ h il fc£*L 5 ? I"* ? « £ = — 

is. Bimi'frj&j&&^to-t%tc*b<D8.mm&j3$kx*b<oT, s 

p r r 2 A (small proline-rich protein 2A) x Kr t 2 — 6 b 
(keratin complex 2, basic, gene 6a) % Cdk5rap2 (CKK 
5 regulatory subunit associated protein 2) ^ M e f 2 C (myo 
cyte enhancer factor 2C) „ G s t a 4 (glutathione S-transfe 
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rase, alpha 4) „ O s f 2 (osteoblast specific factor (fasci 
lin I-like)) N T n c (Tenascin C) ^ I g f b p 6 (insulin-1 
ike growth factor binding protein 6) j& t£ P p i c a p (pepti 
dylprolyl isomerase C (cyclophylin C)~associated protein) ft* 

t>i&z>mfrt>m&nz> # ^^?n*=t- K-t- sat ^^©38^ a* seat 

CP- 6 (Mast cell protease 6) * ^ ^ |C <£> 3£ ^ & IE ft ft ^ & 

~ i 6 <D\,^irtifr i ^ta^^^-feo 

is. Mmm&*<Diftmmte*<D&$L<D%m&, &&**hi&mz 

iftjfc^l 4~1 7 tf^Ttv^ 1 ^13ifetf>:£i!fco 
y - = yW*ftt*ot, &*Hb'£-0&*:»3MI 1 4 ~ 1 6. ova 

? mmw<Dmnzv&mirzmjjiz<>\,^xmffiv. mmmmm^^m 
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&*©bb?!i##i te7F-rm.mmmfr £>/&5 # y * * u a- k (Mm 

. 7 4 6 5 6) ic^Uil^ h 1) y^xy f^frTTr^^^y 

22. Mf£j&mv&mj&ftxjvBmMzmmk~rz>, 11*521 

y -^y/tS^STfeot, ^te^^^* tf>IE?!)## 1 
7F~tm.mmmfrbj&Z>i$y*?\'jr?-Y (Mm. 7 4 6 5 6) KM 

^^^mm^mrn u tax t*/xtt&jtL*i&ifc3& 

*«rtt5>Tvt ^^-Sr38^-r« £ i: £ A, fife 5 , ff*« 2 4 
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Fig.l 



Start 
*** 

AK01 21 57 1 " AAACCNTTTTCGT6GCACAGCTTCCTCCCTAG6-CGTGAGACTCC6GCTCCTTCACTAT6A 
S74257 1" TTTTTTTGTGCCACTGCTTCCTCTCTAGC-CGTGAGACTCCAGCTACTTCACTATGC 
FLJ21 763 1 " GGAGGACTTCTGCAGCACAGCTCCCTTCCCAGGACGTGAAAATCTGCCTTC-TCACGATGA 

** *** *** *** * ** ***** * ** * * **** *** 

AK01 21 57 61 ' GACTTCTAGCCCTTTCCGGTCTGCTCTGCATGCTGCTCCTCTGTTTCTGCATTTTCTCCT 
S74257 57" GACTTCTCACCCTCTCCGGTTTGTTCTTCATGCTGTTCCTCTGTCTCTGCGTTCTCTCCT 
FLJ21 763 1 20" GGCTTCTAGTCCTTTCCAGCCTGCTCTGTATCCTGCTTCTCTGCTTCTCCATCTTCTCCA 

* ***** *** *** * ** *** ** ***** ***** *** * ***** 

I intron start 

AK012157 121' CAGAAGGGAGAAGACATCCTGCCAAGTCCTTGAAACTCA GGCGCTGCTGTCA 

S74257 117" CAGAAGGGAGAAAGCGTCCTGCCAAGTTCCCGAAACTCA GGCCCTGCTGTCA 

FLJ21 763 1 80" CAGAAGGGAAGAGGCGTCCTGCCAAGGCCTGGTCAGGCAGGAGAACCAGGCTCTGCTGCCA 

********* * * ********** * * * ** *** ****** ** 

| intron start 

AK01 21 57 18V CCTATCTCGTAGATCCAAGCTGAGAACCTGGAAA6GAAACCACACAAGGCCCTGCAGACT 
S74257 1 76" TCTATCTCCTAGATCCAAACCAATAACCTGGAAAGGAAACCACACAAGACCCTGCAGACC 
FLJ21 763 240" CCGAGTCCCTAGCCCCAACTCAACAAACCTGAAAGGACATCATGTGAGGCTCTGTAAACC 
* * ***** **** * ** * ******* * ** ** * *** * ** 

stop 
* 

AK012157 241 ' CTGCAGAAACAAGCTACCAGTCAAGTCAT-GGGTGGTGCCTGGGGCTCTCCCACAGATAT 

S74257 235" ATGCAGAAA GCTAGAATCCAATTCAT-GGGTGGTGCCTGGGGCTCTCCCACAGATAT 

FLJ21 763 300" AT6CAAGCTTGAGCC-AGAGCCCCGCCTTTGGGTGGTGCCTGGGGCAGTCCCACAGGTGT 
**** ** * * * * **************** ********* * * 



** 

AK01 21 57 299* AGGGCCT GCTCCGCCCAGA TGA-AGCGTTG ATGCCCAG- 

S74257 292" AGGGCCTCCCGAAGCTGGCCTCCACCGAGA TGA-AACGTTG ATGTCCAG- 

FLJ21763 359" AG-CACT CCCAAAGCAAGACTCCAGACAGCGGAGAACCTCATGCCTGGC 

** ** ** * *** **-* ** * *** * *- 
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Fig. 2 



AK01 2157 349' ATGTGGAGACACCAGAAGCATACACACTAT6TTGCCTTGCCCCTT6CCAATGAGCTGT6A 

S74257 349" TTATGGAGACA — ACCTTC-T6GCCCCTA-CCAACCTT CATGGCCAGAAAGCTGTGA 

FLJ21 763 41 8" ACCTGA6GTACCCAGCAGCCTCCTGTCTCCCCTTTCAGCCTTCACAGCAGTGAGCTGCAA 
******** ** ***** * 



AK01 21 57 409' CACTGGAATGCTTCACTTCAGACATC-AGGGCGGATGG ATT GCAGAATTCCAAGTCCTCATTCCAAAG 

S74257 405" CACCAGAATGTTTCACTTCAGAC AGCTGGAAGG ATTACAGAATTCCAAGCCCTCGTTCCAAAG 

FLJ21 763 478" TGTTGGAGGGCTTCATCTCGGGCTGCAAGGACCCTGGGAAAGTTCCAGAACTCCACGTCCTTGTCTCAATT 

** * **** ** * * * ** ** ***** **** * *** * *** 

AK01 2157 469' 6TGTGAGCAACCTTCAGAGTCACTAAGGTCCAGGCTGAGCC-CACAAGTCACCATGGCTC 
S74257 460" GTGCAACCAACCTTCAGAGTCACTATGATCCAGGGTCAGCC-CACAAGTCTTCATGGCTC 
FLJ21 763 538" GTGCCATCAACTTTCAGAGCTATCATGAGCCMCCTCAGCCTTCCGAGTAGCTGGGATTA 
*** * **** ******* * * * *** ******- * *** * * 

AK01 2157 529' CTCCAGAGTAAAAGTCCAAGATTCCACCTGTGGGAGCTAGAGATCCAGAGAGTTTCAAGC 
S74257 520" CTGCAGAGTAAAAGTCCAAGATTCCATCCCTGGGAGCTACAGATTCAGAGACTTCCAAGC 

* ** *** ** ** * * ***** * 

AK01 2157 589' TGACTAGAGTGCAGAGAAG-CAAGACCTCAGTGTGATCAGCCGAGACTACAGCATCTTGG 
S74257 580" TGACTGGCGAACAGAGTAG-CAAGACTTCCTTGTGATCAGATGAGATTACAGCATCTTAG 
FLJ21 763 658" GCTCTGTTGCTCAGGCTGGAGTGGAGTGCAGTG6CACGATCTCAGCTCACTGCAGCCTCT 
** * *** *-******* ** ** *** * * 

AK01 21 57 649' GAACCCTCAGTCAGCCCCAAACCCCTAACACTTAACCACTGGTCTCCAAACCAACACCTG 
S74257 640" GAACCCTCGGACACCCCCAAACCCATAGCATTTAATCAACGGGATATGAACCAACTCCTG 
FLJ21 763 71 8" G — CCTCCCGGGTTCAGGAGATTCTCCTGACTCAACCTCCTGAGTAGCTGGGATTACAGG 
***** * * * * ***** ** *** 

AK01 21 57 709' TAACTTCCTAATGAAATCATCAGGAGGATACCAAAAGAAAT AAACCATAAATCAGCATACACACG 

S74257 700" TAACTTCCTAATGTAATCACCAGGAGAACACCAAAAATAATAAATCATAAATCAATGT 
FLJ21 763 776" TGCCTGCCACTATGCCTAGCTAATTTTTGTATTTTTAGTGGAGACGGGGTTTTGCCGTGTTGGCC 
***** ** **** 



GGGGTGGTCTCGAACTCCTGACCTCAAGTGATCCACCCGCATCGGCCCCCCAAAG 
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SEQUENCE LISTING 

<110> Shiseido Co. Ltd. 

<120> Methods for Predicting Skin Stain Formation and for Screening Agent 
Capable of Inhibiting Skin Stain Formation By Means of Promoted Genes in S 
tained Regions as an Indicator 
<130> P871 

<150> JP 2003-343549 
<151> 2003-10-01 

<150> JP 2003-344786 
<151> 2003-10-02 

<160> 7 
<210> 1 
<211> 758 
<212> DNA 
<213> Mouse 
<400> 1 



aaaccntttt 


cgtggcacag 


cttcctccct 


aggcgtgaga 


ctccggctcc 


ttcactatga 


60 


gacttctagc 


cctttccggt 


ctgctctgca 


tgctgctcct 


ctgtttctgc 


attttctcct 


120 


cagaagggag 


aagacatcct 


gccaagtcct 


tgaaactcag 


gcgctgctgt 


cacctatctc 


180 


ctagatccaa 


gctgacaacc 


tggaaaggaa 


accacacaag 


gccctgcaga 


ctctgcagaa 


240 


acaagctacc 


agtcaagtca 


tgggtggtgc 


ctggggctct 


cccacagata 


tagggcctcc 


-300 


tccgcccaga 


tgaagcgttg 


atgcccagat 


gtggagacac 


cagaagcata 


cacactatgt 


360 


tgccttgccc 


cttgccaatg 


agctgtgaca 


ctggaatgct 


tcacttcaga 


catcagggcg 


420 


gatggattgc 


agaattccaa 


gtcctcattc 


caaaggtgtc 


accaaccttc 


agagtcacta 


480 


aggtccaggc 


tcagcccaca 


agtcaccatg 


gctcctccag 


agtaaaagtc 


caagattcca 


540 


cctgtgggag 


ctacagatcc 


agagactttc 


aagctgacta 


gagtgcagag 


aagcaagacc 


600 


tcagtgtgat 


cagccgagac 


tacagcatct 


tgggaaccct 


cagtcagccc 


caaaccccta 


660 


acacttaacc 


actggtctcc 


aaaccaacac 


ctgtaacttc 


ctaatgaaat 


catcaggagg 


720 


ataccaaaag 


aaataaacca 


taaatcagca 


tacacacg 






758 



<210> 2 
<211> 2063 
<212> DNA 
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<213> Homo Sapiens 
<400> 2 

ctctgcccat tgggaaacac ctctctatga ctctataaat gtccaaggtg gccccaaggg 60 

aggacttctg cagcacagct cccttcccag gacgtgaaaa tctgccttct caccatgagg 120 

cttctagtcc tttccagcct gctctgtatc ctgcttctct gcttctccat cttctccaca 180 

gaagggaaga ggcgtcctgc caaggcctgg tcaggcagga gaaccaggct ctgctgccac 240 

cgagtcccta gccccaactc aacaaacctg aaaggacatc atgtgaggct ctgtaaacca 300 

tgcaagcttg agccagagcc ccgcctttgg gtggtgcctg gggcactccc acaggtgtag 360 

cactcccaaa gcaagactcc agacagcgga gaacctcatg cctggcacct gaggtaccca 420 

gcagcctcct gtctcccctt tcagccttca cagcagtgag ctgcaatgtt ggagggcttc 480 

atctcgggct gcaaggaccc tgggaaagtt ccagaactcc acgtccttgt ctcaattgtg 540 

ccatcaactt tcagagctat catgagccaa cctcagcctt ccgagtagct gggattacag 600 

gtgtgcgcca ccacacccgg ctaatttttg cttttttttt ttttgagaca gaatctcgct 660 

ctgttgctca ggctggagtg gagtgcagtg gcacgatctc agctcactgc agcctctgcc 720 

tcccgggttc aggagattct cctgactcaa cctcctgagt agctgggatt acaggtgcct 780 

gccactatgc ctagctaatt tttgtatttt tagtggagac ggggttttgc cgtgttggcc 840 

ggggtggtct cgaactcctg acctcaagtg atccacccgc atcggccccc caaagtgctg 900 

ggattatagg cgtgaaccac cgcgcctgtc ccattgttgt gtaattttaa taattagttt 960 

tttaagtact tgattttatg ggcacatttt tgtgggatga ttggagttaa tcaaataaag 1020 

cttgtcatgt gtgtagtttg gtaagataac ttctttaaat tcatgttttc tctgccttga 1080 

ggtagtgagg gaaagatctt aatcagtatt ttggtaatta actgattgaa ttcaagcaaa 1140 

tgagacatca tgaacttcag tggttattga tatttcaggg tatatacctg aaatgcctag 1200 

aggatacaga tttctcattt cattctttgg tctttcattt ctctatatac agaaatgaaa 1260 

tgacacttct.gggaggcagt agaagcagga agtcaatgaa ttgagtagag ggtcccattc 1320 

cctcaggctg tcattgatca gtgacaattt ataaaaacaa actgcaaagt ctgtggcaag 1380 

tggctgcctg cttcctagaa ggagcccatg aaggttaaac tctgtggtcg gtatttgcaa 1440 

gcgccgggcg tggtggctca cgcctgtaat cctagcacct tgggaggcca aggcaggcgg 1500 

atcacccgag gtcaggagtt tgaggatttg caagcaaaag gtcctctcct gagtctttcc 1560 

cagataccca gcagtgcaga ggctagctgt ggaaggttgc agtgggacag gaatgtattg 1620 

tatgccttgc cttacttgtc accattgaga tttccagaga aatgggcata acgtctctta 1680 

acaacaacag cagaaagcaa aatacattaa cttaaggttg acaacaaaag attatcaagt 1740 

accatgtttt ccaaccaacc agttattcgt ggtaataata aaataaaggt gggaaaatgt 1800 

tataattttt aaggaaactg tgtactttaa aaatcttctt tatgaatatc caatgttact 1860 

gtaatcctgc tccattaaat gcagcattgt tgtcaggtgc tgcctcttgc ttgggaacag 1920 

cattgggctt ttaaatgtct gcagaatctc tgcgttcgaa gggaattgag aatgaacttc 1980 

ctggtactgt aatgaaaata aggtctgctc aacacagtaa acgtttcctc tcttctttaa 2040 
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aaaaaaaaaa aaaaaaaaaa aaa 

<210> 3 
<211> 742 
<212> DNA 
<213> Rat 
<400> 3 

tttttttgtg ccactgcttc ctctctagcc gtgagactcc agctacttca ctatgcgact 60 

tctcaccctc tccggtttgt tcttcatgct gttcctctgt ctctgcgttc tctcctcaga 120 

agggagaaag cgtcctgcca agttcccgaa actcaggcct gctgtcatct atctcctaga 180 

tccaaaccaa taactggaaa ggaaaccaca caagaccctg cagaccatgc agaaagctag 240 

aatccaattc atggggtggt gcctggggct ctcccacaga tatagggcct cccgaagctg 300 

gcctccaccg agatgaaacg ttgatgtcca gttatggaga caaccttctg gcccctacca 360 

accttcatgg ccagaaagct gtgacaccag aatgtttcac ttcagacagc tgaaggatta 420 

cagaattcca agccctcgtt ccaaaggtgc aaccaacctt cagagtcact atgatccagg 480 

gtcagcccac aagtcttcat ggctcctgca gagtaaaagt ccaagattcc atccctggga 540 

gctacagatt cagagacttc caagctgact ggcgaacaga gtagcaagac ttccttgtga 600 

tcagatgaga ttacagcatc ttaggaaccc tcggacaccc ccaaacccat agcatttaat 660 

caacgggata tgaaccaact cctgtaactt cctaatgtaa tcaccaggag aacaccaaaa 720 

ataataaatc ataaatcaat gt 742 

<210> 4 
<211> 20 

<212> DNA ... 

<213> Artificial Sequence 
<223> Sense Primer 

<400> 4 

ttctttgcct gctgctcata 20 
<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Primer 

<400> 5 * 

gacaaggatg agaaaacacg 20 
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2063 
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<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Sense Primer 
<400> 6 

actccggctc cttcactatg 
<210> 7 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Primer 
<400> 7 

ctttggaatg aggacttgga 
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substances as described above. 
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